REMARKS 



Reconsideration of the above-identified patent application in view of the amendment above 
and the remarks below is respectfully requested. 

Claim 27 is canceled in this paper. Claims 1, 26 and 30 are amended in this paper. New 
claim 31 is added in this paper. Therefore, claims 1-9, 1 1-16, 18-24, 26, 30 and 31 are pending and 
are under active consideration. 

Claims 1-9, 11-16, 18-24, 26-27 and 30 stand rejected under 35 U.S.C. 112, second 
paragraph, "as being indefinite for failing to particularly point out and distinctly claim the subject 
matter which applicant regards as the invention." In support of the rejection, the Patent Office states 
the following: 

Each of the pending claims recites that the claimed methods 
must be practiced "without sequencing," however, the metes and 
bounds of this exclusion, and therefore the metes and bounds of what 
is encompassed in the claim are unclear. For example, it is unclear 
"without sequencing" excludes any method of determining the 
nucleotide present at a particular position in a nucleic acid sequence, 
such as hybridization with allele specific probes. In this case, 
hybridization occurs under high stringency conditions, and the 
sequence of a target nucleic acid is inferred based on the 
hybridization of the probes. Does "without sequencing" exclude 
methods where the "entire sequence of a gene or gene segment" is 
determined (specification page 3) but not methods where only 
portions of a sample nucleic acid are determined? Most analysis of 
nucleic acid samples, indeed even restriction analysis, provides 
information about the sequence of the nucleic acid molecule being 
studied, and so, it is not clear where to draw the line in nucleic acid 
analysis to determine which methods are within the scope of 
"sequencing" and which are excluded from the scope of 
"sequencing." Thus, the rejected claims are indefinite. 

Claim 27 remains indefinite over the recitation in step (f) the 
"labeled or non-labeled nucleic acids" is confusing because it is not 
clear which label is being referred to since a label is added to some 
nucleic acid in step (a) and to heteroduplexes in step (e). 
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Applicant has canceled claim 27 and has deleted "without sequencing" from claims 1 , 26 and 
30. Therefore, the subject rejection has been rendered moot and should be withdrawn. Applicant 
does wish to note, however, that new claim 3 1 has been added in this paper, claim 3 1 including the 
phrase "without determining the entire sequence of the segment" to address the points raised in the 
subject rejection. Applicant respectfully submits that claim 31 is definite. 

Claims 1-6, 8 and 18-24 stand rejected under 35 U.S.C. 103(a) "as being unpatentable over 

Rice et al (Oncogene (1998) 17, 1807-1812) in view of Gifford (US 5750335)." In support of the 

rejection, the Patent Office states the following: 

Rice et al teach a method for identifying 5-methylcytosine 
positions in a sample genomic DNA, said method comprising the 
steps of: 

(a) chemically treating a sample genomic DNA obtained from 
at least one cell in such a way that cytosine and 5-methylcytosine 
react differently and from products with different base pairing 
behavior (p. 1811, treatment with sodium bisulfite); 

(b) amplifying by means of a polymerase reaction a segment 
of the genomic DNA obtained in step (a) (p. 1811, second column); 

(c) performing steps (a) and (b) on a reference genomic DNA 
(Figure 3, methylation was determined for eight different cell types, 
including normal lymphocytes and normal mammary epithelial cells); 

Rice et ah utilize chemical treatment with sodium bisulfite in 
a method to identify the location of methylated cytosines in genomic 
DNA. Treatment with bisulfite results in the conversion of 
unmethylated cytosine residues to uracil, while methylated cytosine 
residues remain unchanged. Thus, in a sample where every cytosine 
was methylated there would be no change in sequence, but in a 
sample with very low levels of methylation, after PCR there would 
be thymines where the unmethylated cytosines previously were 
located. Rice et al. effectively introduce mutations nucleic acid 
sequences via the treatment with sodium bisulfite. When two treated 
samples are compared, for example a sample that was highly 
methylated versus one that had low levels of methylation, the treated 
sequences would have sequence differences at each position where 
there was differential methylation. Rice et al. compare the amplified 
sequences to determine the methylation positions after amplification 
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of the sequences, comparing the sequences to the known BRAC1 
sequence (p. 1811, 2 nd column). 



Rice et al. do not detect the differences between amplified 
sequences by forming heteroduplexes from the amplified products for 
the comparison of a test and reference sample, and Rice et al. do not 
teach a method of determining the methylated positions "without 
sequencing." 

Gifford teaches a method for identifying sequence differences 
between two nucleic acids that comprises the steps of: 

(d) forming heteroduplexes from two different nucleic acid 
samples (Col. 3, lines 40-50); 

(e) introducing a detectable label into the heteroduplexes of 
step (d) by means of a reaction which is specific for non- 
complementary base pairs (Col. 4, lines 15-20), and 

(f) determining, without sequencing, the position of 
mismatches in the sample genomic DNA based on the presence and 
position of the detectable label (also Col. 5, lines 1-12). 

In particular, Gifford teaches methods for detecting 
mismatches in nucleic acid samples by forming heteroduplexes and 
binding those heteroduplexes with a heteroduplex binding protein 
(abstract and throughout). Gifford provide a method for determining 
the position of the mismatch in a heteroduplex based identifying the 
presence and position of the detectable label for example by binding 
sample nucleic acids to reference nucleic acids that are immobilized 
on a solid support, binding mismatches with a mismatch binding 
protein and detecting the mismatch binding protein as an indication 
of a mismatch (Col. 5, lines 1-12). This method determines the 
presence and position (i.e. that there is a mismatch within a particular 
nucleic reference nucleic acid) of the mismatch and of the label 
"without sequencing." The presence and position of the sequence 
difference has been determined, at least it is known that the mismatch 
is within hybrid that has been bound by the binding protein. 

Gifford specifically teaches comparing a sample (patient) 
nucleic acid fragment with a control (normal) nucleic acid fragment 
(Figure 2). 
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It would have been prima facie obvious to one of ordinary 
skill in the art at the time the invention was made to have modified 
the methylation detection method taught by Rice et al so as to have 
utilized the mutation detection methods taught by Gifford. One 
would have been motivated to utilize the methods taught by Gifford 
in order to achieve the express benefits of the methods taught by 
Gifford which include achieving "rapid and accurate genetic 
screening and diagnosis by comparing two nucleic acids for 
differences in their sequences.. .(Col. 3, lines 23-25)." The 
combination of the two methods would have resulted in the practice 
of the claimed methods, and as such, the claimed invention is prima 
facie obvious. With regard to claim 6, the result required in claim 6 
would have been a necessary property of the practice of the assay 
taught by Rice et al. in view of Gifford. Namely, where there was 
differential methylation between thesample genomic DNA and any 
of the reference DNA's taught by Rice et al., when these were 
subjected to heteroduplex analysis as taught by Gifford erroneous 
base pairings would have been produced at the positions at which 5- 
methylcytosine was located in the sample genomic DNA but not in 
the reference genomic DNA. 

in the Office Action, the Patent Office states the following: 

The remarks have been carefully considered but are not 
persuasive. The 112 2 nd rejection of claims 19, 20, and 26 are 
withdrawn in view of the amendments to the claims. Claim 27 
remains indefinite over the recitation "labeled or non-labeled nucleic 
acids" in step (e). Applicant did not address this ground of rejection 
in the response, and so the rejection is maintained. A new 112 2 nd 
rejection is set forth for all of the claims. 

Applicant traverses the 1 03 rejection under Rice et al. in view 
of Gifford stating that because of the differences involved in 
methylation analysis and mutation analysis, one of ordinary skill in 
the art would not have been motivated to combine the teachings of 
the references (see remarks beginning at page numbered 16). 
Applicant provides a description of bisulfite treatment on pages 
numbered 17-19 of the response, explaining, in part, that bisulfite 
treated genomic DNA "contains a totally different base composition 
than genomic DNA" since bisulfite treated DNA consists over large 
stretches of only three bases, and thus the DNA is less complex, and 
that bisulfite DNA is single-stranded. Further, the response 
illustrates that after bisulfite treatment two strands of DNA would not 
be expected to hybridize because of differences due to the treatment. 
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However, this is not persuasive to overcome the rejection of record. 
Rice et al. specifically teach method of PGR amplification after the 
treatment of DNA with bisulfite, which results in double stranded 
DNA PCR products comprised of the classical nucleotides. Further, 
control and test samples are both treated with bisulfite. Thus, the 
treatment and subsequent PCR amplification exemplified by Rice et 
al. overcomes the suggested problems suggested by the applicant's 
response. Applicant further states that "As is well known in the art, 
methods can be used theoretically lead many times to bad results 
(page 19)." Insofar as this is a suggestion that there would be no 
expectation of success, applicant is reminded that absolute 
predictability is not required in order to establish an expectation of 
success. The MPEP states, "Obviousness does not require absolute 
predictability, however, at least some degree of predictability is 
required. Evidence showing there was no reasonable expectation of 
success may support a conclusion of nonobviousness (2 143.02)." In 
this case there has been no showing that the combined methods 
would not have been expected to work. Attorney's arguments do not 
substitute evidence on the record. Arguments regarding the 
remaining rejections rely on the arguments set forth against Rice et 
al. in view of Gifford. As these were not persuasive, the rejections 
are maintained. 



Applicant respectfully traverses the subject rejection. 

For the reasons of record, Applicant respectfully submits that one of ordinary skill in the art 
would not have been motivated to combine the teachings of Rice et al. and Gifford in the manner 
proposed by the Patent Office. Furthermore, for at least the reasons below, Applicant respectfully 
submits that the claimed invention possesses benefits that would not have been expected even if one 
of ordinary skill in the art had been motivated to combine Rice et al. and Gifford . 

First, the claimed method is characterized in that it is very sensitive. In particular, this is the 
case for CpG positions within CpG islands. CpG islands are genomic regions in which CpG 
positions are accumulated. Just recently, it was shown that many times CpG positions within CpG 
islands are co-methylated (for comparison, see Eads et al., "MethyLight: a high-throughput assay 
to measure DNA methylation," Nucleic Acids Research . 28(8):e32(i-viii) (2000) or Rakyan et al., 
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DN A Methylation Profiling of the Human Major Histocompatibility Complex: A Pilot Study for the 
Human Epigenome Project, PLoS Biology . 2(12)e405(2 170-82) (2004)). This explains the 
unexpected increased sensitivity of the method of the present invention. According to the present 
invention, a segment of bisulfite treated DNA is amplified. Such a segment can cover, for example, 
two, three, four or more CpG positions. Correspondingly, detectable labels are introduced at non- 
complementary base pairs after formation of heteroduplexes. Because of the co-methy lation of these 
two, three, four or more CpG positions, their signals add up and the method has an enhanced 
sensitivity (doubled, tripled, quadrupled or higher sensitivity). 

This sensitivity is greater than that which would have been expected from the teachings of 
Rice et al. in view of Gifford . Rice et al. teaches a method for bisulfite sequencing. According to 
Rice , cytosine methylation is deduced by sequencing of the corresponding bisulfite treated DNA. 
As a result, the assembly of labeled nucleotides in a primer extension reaction is detected. Said 
assembly is specific for only the complementary base, but it is independent from other bases of the 
same extended strand. This means that methylation of a CpG position is detected independently of 
other CpG positions. Each CpG position results in a single signal and these signals do not add up. 
Instead, they are time-resolved distinctly detected. Therefore, the method of Rice has no increased 
sensitivity. 

For the method of Gifford . sensitivity is only of lower importance. The method of Gifford 
is a method of screening for a nucleotide variation also known in the art as single nucleotide 
polymorphism (SNP; see abstact of Gifford ). SNPs occur rarely when compared to cytosine 
methylation. Furthermore, in contrast to cytosine methylation, the amount of DNA for their analysis 
is usually not limited. All cells of a sample have the same genomic DNA with the same SNPs. By 
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contrast, the genomic DNA as a starting material for methylation analysis is very limited. The 
reason for this is that methylation is specific for a cell type or tissue, and it also changes during 
development and age. In other words, genomic DNA whose methylation is of interest is normally 
contaminated by non-relevant genomic DNA. In addition, the genomic DNA of interest is 
fragmented by the bisulfite treatment during methylation analysis. Therefore, the amount of the 
available genomic DNA is normally limited, and methylation analysis has a comparably low 
sensitivity. Because a bisulfite treatment is not necessary and because the whole genomic DNA of 
a sample is usable for SNP analysis, sensitivity is not an issue at all for the analysis or screening of 
a nucleotide variation. 

In addition, the method of Gifford allows only a detection of a mismatch between the two 
strands of a heteroduplex; it does not allow any prediction of the manner of the nucleotide variation, 
i.e., it is not determinable which nucleotide substitutes a nucleotide. This is in contrast to the 
method of the present invention wherein the conversion or non-conversion of cytosines to uracil is 
detected and all substitutions are of the same kind. In other words, according to Gifford , even if one 
were to obtain signals from two or more SNPs, this would just indicate the presence of two or more 
SNPs; an increased sensitivity is not achieved thereby for one SNP. 

Taken together, even if one had an idea to combine the methods of Rice and Gifford , one 
would not have expected at the time of the invention that the results would be characterized by an 
increased sensitivity. Therefore, the present invention yields results that are greater than that which 
would have been suggested by Rice and Gifford . These greater than expected results are also 
significant because the sensitivity is doubled, tripled or greater where two, three or more co- 
methylated cytosines are considered. In addition, these greater than expected results are also of 
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practical advantage because the increased sensitivity reduces the often limiting amount of starting 
material necessary for methylation analysis. 

Second, the present invention is further characterized in that it allows an easy quantification 
of methylation. This is particularly advantageous where the sample contains two or more differently 
methylated DNAs covering the same genomic region. After formation of the heteroduplexes, 
mismatches become detectable by the introduction of a label. The ratio of methylated or 
unmethylated cytosines in the DNA provided is then determined with high accuracy from the ratio 
of labeled to unlabeled heteroduplexes. This result is greater than expected even if one had the idea 
of combining Rice and Gifford . 

As noted above, Rice teaches a method for bisulfite sequencing. According to Rice , a 
quantification is achieved by sequencing ten different clones obtained by cloning the bisulfite- 
treated DNA of interest (p. 1 8 1 1 , right col., 1 st para.). Because ten is a relatively small number, the 
determined ratio of methylation is associated with a comparably statistically high error. This is in 
clear contrast to the method of the present invention. In addition, the method of Rice for 
quantification is characterized by a large working effort and high costs when compared with the 
method of the present invention. 

Gifford teaches a method for screening a nucleotide variation. As explained above, a given 
nucleotide variation (SNP) occurs in all cells of an organism and therewith in all cells of a sample. 
In other words, all DNA molecules of a sample have the same nucleotide variations. Because of 
this, a quantification is not necessary. 

Taken together, even if one had the idea to combine the methods of Rice and Gifford , one 
would not have expected that it would be possible to easily quantify the results. Therefore, the 
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results of the present invention are greater than would have been expected from Rice and Gifford . 
These greater than expected results are also significant because the quantification of methylation is 
indispensable for many applications, for example, for marker identification, for classification of 
diseases, or the for the prediction of drug treatment responses. In addition, these greater than 
expected results are also of practical advantage because they are easily obtainable with low working 
efforts and low costs by just quantifying fluorescence signals. 

Third, the method of the present invention is further characterized by results greater than 
those expected from the combined teachings of Rice and Gifford because it allows the simultaneous 
analysis of mosaic methylation. In other words, the presence or absence of methylation of 
neighboring not co-methylated CpG positions is determinable with one reference molecule. 
According to the method of the present invention, a segment of bisulfite-treated DNA is amplified. 
Such a segment can cover, for example, several CpG positions which are methylated independently 
from one another. Correspondingly, detectable labels are introduced at non-complementary base 
pairs after formation of heteroduplexes with a reference segment. After cleavage at mismatch 
positions, the size of the resulting fragments is determined (for example, but not limited to, by mass 
spectrometry). From the size of the fragments, it is then deduced which of the CpG positions 
covered by the amplified segment was methylated or unmethylated. 

The method of Rice by itself does allow the analysis of mosaic methylation, but Rice does 
not provide any hint how to modify the method of Gifford to enable the determination of mosaic 
methylation if one had had the idea to combine the methods of Rice and Gifford . However, the 
time-resolved manner of detecting nucleotides cannot be transferred to the method of Gifford . 
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As explained above, Gifford teaches a screening method for a nucleotide variation (SNP). 
Such a variation occurs comparatively rarely. Correspondingly, a heteroduplex of Gifford comprises 
normally only a single variation. The absence of such a variation may be considered a comparable 
event to the presence of methylation after bisulfite treatment. Therefore, Gifford teaches away from 
the analysis of mosaic methylation. 

Taken together, even if one had the idea to combine the methods of Rice and Gifford . one 
would not have expected that it would be possible to analyze mosaic methylation in a single 
experiment just by the use of one reference molecule. Therefore, the results of the present invention 
are greater than those which would have been expected from the teachings of Rice and Gifford . 
These greater than expected results are also significant because mosaic methylation is of particular 
interest for many applications, such as the diagnosis or prognosis of a disease. In addition, these 
greater than expected results are also of practical advantage because the detection and analysis of 
mosaic methylation is nearly as easily obtainable as the detection or analysis of co-methylation. 

In view of the above, it can be seen that the method of the present invention is characterized 
by results which are greater than those which would have been expected from the combined 
teachings of Rice and Gifford . In addition, they are of significant, practical advantage. Therefore, 
for at least the above reasons, Applicant respectfully submits that the present invention is patentable 
over the applied combination of references; consequently, the subject rejection should be withdrawn. 
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Claims 9, 11-16, 26-27 and 30 stand rejected under 35 U.S.C. 103(a) "as being unpatentable 

over Rice et al in view of Gifford as applied to claims 1-6, 8 and 18-24 above, and further in view 

of Koster et al (US 6428955)." In support of the rejection, the Patent Office states the following: 

The teachings of Rice et al in view of Gifford are applied 
herein as applied in the previous rejection. In the method taught by 
Rice et al in view of Gifford, sodium bisulfite is used which results 
in the modification of unmethylated cytosines, and therefore 
mismatches would occur among treated nucleic acids at positions 
where there was relative differential methylation of sequences. Thus, 
after bisulfite treatment, one is left with nucleic acids that have 
mismatches relative to one another if the sequences are differentially 
methylated. Rice et al in view of Gifford do not teach a method in 
which the heteroduplex is detected by cleavage of the heteroduplex 
molecule or in which mass spectrometry is used to analyze the size 
of the DNA fragments. 

Claim 26 differs from claim 1 in that in step (b) the PCR 
primer is fluorescently labeled and provided with a chemical function 
thereby enabling the immobilization of the amplificate on the surface, 
step (c) sets forth immobilizing the amplificate on a surface, step (f) 
utilizes a chemical mismatch cleavage methodology and step (g) 
utilizes mass spectrometry, whereby in step (h) the presence or 
presence and position of the 5-methylcytosine within the genomic 
DNA is deduced from the length of the cleaved nucleic acids. Claim 
27 is similar to claim 26 but requires that a detectable label is 
introduced into the heteroduplex by an enzymatic reaction which is 
specific for non-complementary base pairs. This limitation is 
provided in the methods taught by Rice et al in view of Gifford. 

Likewise, claim 30 is similar to claim 26, and thus also 
similar to claim 1. Steps (a)-(d) of claim 30 are similar to those of 
claim 1. Unlike claim 1, however, claim 30 requires that the 
heteroduplexes of step (d) are cleaved by a chemical mismatch 
cleavage reaction. Claim 9 depends from claim 30 and requires that 
the nucleic acid backbone of the heteroduplex is specifically cleaved 
at the non-complementarily base paired positions by an enzymatic 
means. Claims 11-15 also depend from claim 30. 

With regard to claims 11-14, Koster et al teach methods for 
analyzing the size of nucleic acid fragments using mass spectrometry, 
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specifically teaching the use of MALDI-TOF and ESI (Col. 18, line 
66-Col. 19, line 11). 

With regard to claim 15, which requires that the nucleic acids 
in step (e) are "adapted" to the performance capacity of the mass 
spectrometer, Koster et al teach utilizing a variety of PCR 
amplification methods to obtain PCR products that they analyze using 
the mass spec (See examples 14-15, for example). With regard to 
claim 1 6, Koster et al teach utilizing nested PCR to amplify products 
for detection (Examples 5 and 14, for example), a method which uses 
primers that are set stepwise along the DNA with respect to the inner 
and outer pairs of primers and produce a series of amplification 
products, at least one of which is within the mass range detectable by 
means of mass spectrometry. These PCR primers are considered to 
be "set stepwise" since they amplify two differently sized products 
where one is a size "step" down from the other. 

Koster et al teaches a method in which a heteroduplex is 
cleaved by an agent that cleaves the unhybridized portion so that a 
mismatch results in two products and then detecting these by mass 
spectrometry to detect the presence of the mismatch (Col. 5, lines 30- 
40; Col. 23, lines 25-40). Koster et al further teach primers that are 
labeled with biotin (a means for immobilizing an amplificate on a 
surface; col. 35, for example) and primers that are labeled with a 
radioactive label and oligonucleotides that are fluorescently labeled 
(Col. 49, for example). In addition, as noted previously in this office 
action, any nucleic acid sequence itself is considered a "chemical 
function" that would enable the immobilization of the amplificate on 
a surface. Nonetheless, Koster further teach methods in which the 
sequence to be detected is immobilized to a solid support bv means 
of hybridization (Col. 3. lines 60-67) or by means of a 
biotin/streptavidin immobilization or other reversible or irreversible 
bond (Col. 16, lines 7-22 V 

It would have been prima facie obvious to one of ordinary 
skill in the art to have modified the method taught by Rice et al in 
view of Gifford et al so as to have used the amplification and 
detection methods taught by Koster et al One would have been 
motivated to use mass spectrometry as a means for detection of 
nucleic acid fragments in order to take advantage of the express 
benefits of such a method as taught by Koster et al, who state "the 
processes of the invention provide for increased accuracy and 
reliability of nucleic acid detection by mass spectrometry (Col. 5, 
lines 62-65)." One would have been motivated to use chemical 
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cleavage to detect heteroduplexes by Koster's specific suggestion to 
do so, and in order to take advantage of an additional method for 
detecting sequence differences among the potentially differentially 
methylated sequences taught by Rice et al. Furthermore, it would 
have been prima facie obvious to have utilized fluorescently labeled 
primers in place of the radioactively labeled primers taught by Koster 
et al in order to have provided an alternative labeling method that is 
safer to use as opposed to using radioactivity in the laboratory. 

Applicant respectfully traverses the subject rejection. 

Insofar as the subject rejection pertains to claim 27, the rejection is moot in view of 
Applicant's cancellation herein of claim 27. Insofar as the subject rejection pertains to claims 9, 1 1 - 
16, 26 and 30, Applicants respectfully traverse the subject rejection. 

Claims 9 and 11-16 depend from claim 26. Claims 26 and 30 are patentable over Rice et al. 
and Gifford for the same types of reasons discussed above. Koster et al. fails to provide the 
expectation of results that is missing from Rice et al. and Gifford . This is because Koster does not 
teach anything with respect to a simultaneous detection of two or more mutations by one detector 
oligonucleotide. In addition, Koster contains no hint to increase sensitivity by considering two or 
more mutations nor that it would be advantageous. Moreover, in Koster, point mutations (SNPs) 
are analyzed. Because mutations occur in all cells of an organism, they are found in all DNA 
molecules of a sample. A quantification is not necessary. Furthermore, Koster teaches a process 
in which only a single mutation is detected by one detector oligonucleotide. According to Koster . 
different detector nucleotides are necessary if more than one mutation is detected. This means that 
the method of Koster can just be applied in parallel, but it is unable to detect two or more mutations 
by a single detector oligonucleotide. 

Accordingly, for at least the above reasons, the present rejection should be withdrawn. 
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Claim 7 stands rejected under 35 U.S.C. 103(a) "as being unpatentable over Rice et al in 

view of Gifford as applied to claims 1-5, 7-8, 1 1, 18-25, 28, and 29 above, and further in view of 

Nazarenko et al (US 6090552)." In support of the rejection, the Patent Office states the following: 

The teachings of Rice et al in view of Gifford are applied 
herein as applied in the previous rejection. Rice et al. in view of 
Gifford do not teach methods wherein the reference DNA is 
methylated at all CpG positions. 

However, the inclusion of a methylated control in an assay for 
the determination of methylation would have been routine at the time 
the invention was made. Nazarenko et al. teach methods for 
detecting methylation in samples, and teach the inclusion of 
methylated control nucleic acids in these assays and in kits for 
performing these assays (see Col. 37-38 and 49-50, for example). 
Thus, it would have been prima facie obvious to one of ordinary skill 
in the art at the time the invention was made to have included in the 
assays taught by Rice et al. in view of Nazarenko et al. a control 
which is methylated at all CpG positions in order to have had a 
standard for comparison of all results against those obtained with a 
methylated control. 

Applicant respectfully traverses the rejection. Claim 7 depends from claim 1. Claim 1 is 
patentable over Rice et al. in view of Gifford for at least the same types of reasons discussed above. 
Nazarenko et al. fails to cure the deficiencies of Rice et al. and Gifford . Therefore, claim 7 is 
patentable over the combination of Rice et al. . Gifford and Nazarenko et al . 

Accordingly, for at least the above reasons, the present rejection should be withdrawn. 

New claim 3 1 is patentable for at least the same reasons given above for claim 1. 

In conclusion, it is respectfully submitted that the present application is now in condition for 
allowance. Prompt and favorable action is earnestly solicited. 

If there are any fees due in connection with the filing of this paper that are not accounted for, 
the Examiner is authorized to charge the fees to our Deposit Account No. 1 1-1755. If a fee is 
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required for an extension of time under 37 C.F.R. 1.136 that is not accounted for already, such an 
extension of time is requested and the fee should also be charged to our Deposit Account. 

Respectfully submitted, 

Kriegsman & Kriegsman 
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